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Mym LA %, BREANEE NIRRT R I m T B A B % L,
BARETRENEANGE, THRURFIL, RERERH.

B 1.7 £ X MR e ¥ E X B

INFLAMMATORY BOWEL DISEASE (IBD)

Ulcerative colitis Crohn's disease

$HE K R . www.hopkinsmedicine.org, Wi i 4 5 AT
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(4% kK % Aditi Kumar, Philip J Smith - Horizon scanning: new and future therapies in the management of inflammatory
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B K S EFHAHLW, UC RFRET FHFH, KE K R&S%EFiEh 20-49 ¥
RFBHRCDFRETHFN, KB RASEFHN 1835, FH%EThi

7 B R A X TR RIS IBD A mFELEFER. —H @7 AAFERES
Fo X EREENER, B @E5ATRFEMNGEEEXR ED, §T4E IBD
AT EHFOEREMN, EREBAERRARTAZ, BRABRLIBD XmET
o L



K 6.IBD #9747 9% 5 AU B

Western world

[ Prevalence
[ Incidence

I

Newly industrialized countries :

Developing countries

Burden of disease

Emergence Acceleration in Incidence Compounding Prevalence Prevalence Equilibrium

Epidemiclogical stages
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Ulcerative colitis Crohn’s disease
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R AER B : The cost of inflammatory bowel disease in high-income settings: a Lancet Gastroenterology & Hepatology
Commission, Burisch, Johan et al. , M i £ 57 52 A7

2.3 IBD 2% HF X445

B AT IBD 7 4 31 AT = 89 £ 44 ] & 32 X A1 £ 40 (infliximab) . T3 KE 4
(adalimumab) Ae4:#3A) 2k ¥ 4 (vedolizumab) . 7% 4 /N 8] 8932 X A B ¥ i F &
1998 “F3k FDA #/ER Ti677 2 % Bk (CD), ARKRY T, RXAHERES
542 IBD A4 4] a7 %4 B 31 LAZ AT =0 T3 R34 S48 F- 69 L 77 B Aufr
B2 AFHEIAE4E, s A B AT %4 315k K69 IBD A4 &7 &5 (B 10).
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US $5.0 billion

# 4% %k : The market for ulcerative colitis, Rami Al-Horani, Eleonora Spanudakis & Bashar Hamad, 3@ % #F 50 B
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AR 2023 F %7 it SR, IBD ABCK ) RO EX A%, BERKE: 1) 5%
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FAEE KA TR BRROGLHB R af MRS, THOFRFES; 2) a4
8925 £ HUMIRA # 2 20 EHRHRBIK, SRR ROMEHR, &K 14 £
T, BRCKRELTHIREL, b= LA R Aef] £ R E 5 E H 5 AL F
391¢He TT AL E Ty 3) KEWEFAHRELE AT UCH CD, HERFEEK,

% 1783 IBD £ & % 69 & 44| S0 48 & 50

2023 44 50

EEA R $o.5 NG R ] (5% £ 1)
e St =h, = . oo
STELERA B aldt# 4 IL-12 Eiigihﬁ AT R H 509 10858
SIMPONI XA RK#EHR  TNF-a - HHELE K 2018 2197
IWE AT Bgm, THMHLT
REMICADE 3% X #)% ¥ it TNF-a sy BREMET Bgm; FimtesE 1998 1839
7B
FHEE R, ILERBELE R
HUMIRA & AKR#EHR TNF-a K RALY Bym; L& LT B 2002 14404
Atk R
SKYRIZI A& zkE4IL-23 BT BgR 2019 7763
RINVOQ &g R, JAK FHEEmE; ET B 2021 3969
Sf=h b g s, K. fzh,
ENTYVIO #4342k #4% Integrin a4B7 K@ ﬂ;z;‘m%}i%%ﬁ" EA 2014 5133
CIMZIA 3BEAKER TNF-a UCB A% E5m 2019 2275
TYSABRI  Apfbzk ¥4t 1gG4 % F Bk 2004 1877
IMRALDI M A#4 TNF-a i ii;f NERT Bedas B o014 222.1
XELJANZ  4ei:%H JAK Eih BHNEmE 2017 1703
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JYSELECA FEXHER JAK SAE FmEEm R 2019 86
OMVOH KEHER IL-23 Ak RFBMR; [HMEEE 2023 \

HAERR: HFW, MIBIER T
E: ORAEHA D AR AMIEICESRA

2.4 IBD AABRAHEKFLE K

B Ar4tad IBD & 2 Rk 7 A4 %15 P, TNFap®lHle sk, A—Flk
VA TNF a #¥2,& (B 11). A TNF a # $e & 69 X & 1 254 HUMIRA (T 35 K3 4%)
ERBATHERRSHOEDFF . MEKRKER (TNFadphlHl) 987451 %
RILE CD 897877 Ol K% M E A S RF 4848 & 24%), *F T UC %77 235 g
Hls K% B EARR A ARE 10%E% .
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PRt JAK 394 7 Fo IL-12/23 40 F] & A 2 By TR : 1) JAK 350 A 0 iR =3k
R RMRY, 8B i RAESREE, it fehEBORIE, HESRERL
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TL1A ¥4 TNF A2 K 3k 69 — B ax A £ & IBD AU S+ F RAZ 69 #7 e &, fe ) TLIA
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2% A4 Fo RIEIEL B A $e05) TNF a +IL-23 &9 3de & 2h4p8 &, #a Tk | 3.
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TREMI1 %, 75 £ 2@t e T @ k%, 25L& TFHEANK, 11EBE
Hein%D.
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e %R Mayo ¥4 6.8-7.1
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KA —FWEEUMELT AR E
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic

Age —yr

Female sex — no. (%)

Race or ethnic group — no. (%)%
American Indian or Alaska Native
Asian
Black
White
Multiple

Not reported or patient declined to
respond

Hispanic or Latino ethnic group —

no. (%)
Yes
No

Not reported or patient declined to
respond

Weight — kg

Body-mass index{

Duration of disease — yr

Extent of disease — no. (%)
Proctosigmoiditis
Colitis on the left side
Pancolitis

Mayo endoscopic subscore — no. (%)
2
3

Modified Mayo score||

Robarts Histopathology Index**

IBDQ scoref

High-sensitivity C-reactive protein level —

mg/liter
Fecal calprotectin level — ug/g

Concomitant medication use — no. (%)

Cohort 1
Placebo Tulisokibart
(N=67) (N=68)
422 16.3 40.4 14.4
29 (43) 34 (50)
0 0
(1) 1)
2 (3) 0
57 (85) 65 (96)
1(1) 0
6(9) 2(3)
2(3) 4(8)
62 (93) 60 (88)
34 4(6)
76.6 18.5 73.9 19.7
255 5.0 25.7 7.0
6.3 6.2 6.7 6.4
7 (10) 2(3)
28 (42) 35 (51)
32 (48) 31 (46)
14 (21) 22 (32)
53 (79) 46 (68)
71 11 6.9 1.2
203 7.8 17.9 10.4
116.3 30.7 113.3 324
10.0 13.8 10.2 19.2

1395.4 1430.6  1219.1 13815

Patients with Positive Test for
Likelihood of Responset

Placebo Tulisokibart
(N=37) (N=38)
38.6 13.0 373 15.7
13 (35) 20 (53)
0 0
1(3) 3(8)
0 0
31 (84) 32 (84)
13) 0
4(11) 3(8)
1(3) 2(5)
34 (92) 34 (89)
2(3) 2(3)
76.4 15.2 77.6 226
25.6 5.1 26.7 7.8
79 6.3 59 3.9
1(3) 2(5)
15 (41) 19 (50)
21 (57) 17 (45)
15 (41) 10 (26)
22 (59) 28 (74)
6.8 1.2 68 1.3
16.6 9.2 17.7 9.7
119.7 32.0 120.6 30.4
9.5 14.4 9.8 16.1

1257.9 1202.0  1096.4 1011.2

Oral glucocorticoids 38 (57) 35 (51) 14 (38) 16 (42)
Immunosuppressants 11 (16) 8(12) 1(3) 2(5)
Aminosalicylate 44 (66) 44 (65) 24 (65) 25 (66)
Previous treatment for ulcerative colitis —
no. (%)
Glucocorticoids 58 (87) 51 (75) 30 (81) 29 (76)
Immunosuppressants 28 (42) 22 (32) 14 (38) 10 (26)
Advanced therapies 32 (48) 32 (47) 18 (49) 20 (53)
Patients with Positive Test for
Characteristic Cohort 1 Likelihood of Responsef
Placebo Tulisokibart Placebo Tulisokibart
(N=67) (N=68) (N=37) (N=38)
No. of previous advanced therapies —
ho. (%)
0 35 (52) 36 (53) 19 (51) 18 (47)
1 3 (12) 12 (18) 4(11) 6 (16)
2 12 (13) 14 (21) 7 (19) 5(13)
=3 12 (18) 6(9) 7(19) 9 (24)

AR R:

Phase 2 Trial of Anti-TL1A Monoclonal Antibody Tulisokibart for Ulcerative Colitis
Bruce E. Sands et al., W@ iE A4 50 BT
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o RERERAFHZEAMMEM, ARFAALRAT AURE P E RS,

E12./ % 4 #% 4 Ph2 & & 338

Table 2. Adverse Events That Occurred during the Treatment Period among
Patients in Cohorts 1 and 2.
Placebo Tulisokibart
Event (N=88) (N=90)
Adverse event — no. (%) 38 (43) 41 (46)
Treatment-related adverse event* 1(1) 4 (4)
Serious adverse event 78T 1 (L)%
Treatment-related serious adverse 0 1(1)%
event®
Adverse event leading to discontinuation 3(3) 1(1)
of the investigational product
Death 0 0
Adverse events of special interest — no. (%)
Acute infusion reaction( 0 0
Peri-infusion reactionq| 1] 0
Infection 16 (18) 16 (18)
Adverse events occurring in =5% of patients
in either group
Ulcerative colitis 9 (10) 1(1)
Coronavirus disease 2019 4 (5) 5 (6)

(4% kK % : Phase 2 Trial of Anti-TL1A Monoclonal Antibody Tulisokibart for Ulcerative Colitis
Bruce E. Sands et al., Wil iE & 5 AT

HARHEHIE (F 12 A)D:

W REREE: 26%vs 1%

NI E: 37% vs 6%
o R RBAE: 66%vs22%

o 4o HaRFiAat, BEAFFERITIECE R E AR ApE R 6
BEmMA — s, SRR RS T 69 B E G RE R IETT £ S
FeR Ak T BRAE Rk 09 B (22% vs 28%)
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B Secondary End Points
Placebo Ml Tulisokibart A33
(95%CI,
100+ Add 17-47)
50 1004 (95% Cl, P<0.001
| 27-57)
w30 0 P<0.001 429 82
5 70 s w804 a3 (95% I,
£ 6o 5 704 (95%0C, 66 12-43) A27 A27
5 v ol s g P01 s @swal,
% 504 P<0.001 e 7 P<0.001 959% C| 14-40) 14-40) ©
2, ] 5 ( E 4 X P<0.001
£
S 304 26 én s 31
& 0 g
N a
10 1
" Placebo Tulisokibart
(N=67) (N=68) Qés"
#(#& &% : Phase 2 Trial of Anti-TL1A Monoclonal Antibody Tulisokibart for Ulcerative Colitis

Bruce E. Sands et al., Wil iE & 5T 5t

F ¥ 3% Ph2 4

Treatment
difference,
placebo vs
Placebo Tulisokibart tulis okibart
Subgroup (n/N) (n/N) (95% CI)
Overall Lo 187 18/68 250 (13.9, 366)
Prior biologic or biologic-like use
Yes —— 32 732 21.9 (66, 38.8)
No —e— 135 136 27.7 (106, 44.2)
Number of prior advanced therapies
[} i 135 136 27.7 (106, 44.2)
1 R 7] 42 333 (-45, 60.9)
2 }—é—.—‘l o2 114 71 (-17.8, 31.5)
23 I o012 28 333 (-0.5, 70.0)
Type of prior advanced therapy
Anti- TNF —e— o1 25 12.0 (-1.5, 30.0)
Other + § on am §7.1(-28.4, 842)
None —ee— 135 1136 27.7 (108, 44.2)
Disease location
Proctosigmoiditis o 0z NA
Left-sided colitis H—— 128 6/35 136 (-3.2, 29.4)
Pancolitis —— 032 12m 38.7 (20.3, 56.2)
Disease duration
<5 years —e— 139 9/34 239 (8.0, 40.7)
5-10 years —ee— o4 922 40.9 (13.1,61.3)
>10 years 014 012 NA
Disease severity
Modified Mayo score <6 —ee— 119 1329 396 (14.2,57.7)
Modified Mayo score >6 —— w48 Si39 128 (25, 26.7)
Ci use of
Yes —— 011 118 125(-153, 471)
No —e— 156 1760 265 (14.1,39.1)
Concomitant use of oral corticosteroids
Yes —— 038 1135 31.4 (1586, 48.0)
No Pooe 1729 733 17.8 (0.5, 34.5)
Antidrug antibody
Positive 0o 310 NA
Negative —e— 187 15/58 244 (129, 36.9)
Geographic region
North America —— o7 620 30.0 (5.9, 51.9)
Western Europe —6— o’ 17 143(-202, 51.3)
Eastern Europe —_—— 1239 119 256 (9.9, 41.4)
Auvstralia (] (13 NA
r T T T 1
-50 25 50 75 100
Percent difference

#(#% K % : Phase 2 Trial of Anti-TL1A Monoclonal Antibody Tulisokibart for Ulcerative Colitis

Bruce E. Sands et al., W i@l iE 54 50 AT
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3.3 2R IL-23: Icotrokinra (JNJ-2113) A 2 & 5 v JRFI K45

3% 4 4\ 8] 5 Protagonist &89 2 IR 1L-23 2544 Icotrokinra (JNJ-2113)F 2025 “F 3
Ak UC & & =415 R ANTHEM 89T & 4 #%, £ & Icotrokinra Z& UC &
I7 ey RAR Lt

% 12 B, Icotrokinra R & R Z A MG R L A FE (&% 8) &5 63.5%, R
B E CREAE) AT 302%:; WEBN G REMRERE L EHEREE S 28 A,
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HF 12 Xk B4R (BREM. EREMAAEKRE) 7@, Icotrokinra
B ASRAALER 2FER E T, N8B SKRSHERE UC A2 CD L
8916 KA Ko

B 15.ANTHEM & 3% it 7 £

Adult Patients with UC
N =252

Primary analysis Long term extension
Eligibility: Week 12 Week 28 To week 72

18 years of age or older

Moderately to severely active UC as Dose 1 QD
per the modified Mayo score

Demonstrated inadequate response

to or intolerance of conventional Dose 2 QD
therapy and/or advanced therapy 9
E Dose 3 QD —-
Primary endpoint: 2
iv]
14
Clinical Response (Modified Mayo Placebo
score) at Week 12
. o Week 0 Week 12
Primary Completion: 26 September Randomize Primary Endpaint

2024

$ A& &R : protagonist B M, Wik KA 5T

& 16.Icotrokinra /& 1% JRk 2 & F _k Fo b 25 4 A 5k 3+ 3k 2 b 4048

Clinical Response
T Placebo
IL-23 lrm!\bs Oral Algents Timeframe Reszglc;nse
r 1 r 1 1
70% 61% Icotrokinra Wk 12 27.0
60% 57% .
- 50% 51% Skyrizi Wk 12 20.0
T 50% 46%
o« Tremfya Wk 12 276
3 40%
S . Rinvog Wk 8 13
& 30% "
& g 5 2
o 20% £ z-% ] Velsipity Wk 12 325
- S st w2
10% BE @ g S P
0 S o eposia Wk 8 37
0% e >0 N &

$ A& KR protagonist B, Wil 1E F AT 5T AT
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Clinical Remission
Endpoint Placebo
IL-23 mAbs Oral Agents LIl Remission
I L Timeframe =
T 1 r 1 (%)
e 9
o == . lcotrokina Wk 12 111
30%
o Skyrizi Wk 12 1.7
T 25%
= 20%
% 20% Tremfya Wk 12 9.5
5]
2 15% Rinvog Wk 8 0
@« m T
10 = >3
® " = £3 Velsipity Wk 12 8.1
S« -3
5% 28 By
o o Zeposia Wk 8 6
o
0% =i =la
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HEPF % CD & F it 2) REKRA G, el & 569 JAKI #p4] 7 3¢
I, AR5 P K6 | e R R AR E R 24.4% (BRI 49%), 5
o LR RIS Y, BWE g R R K%k T s R e 3) 23
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& SR A IL-12 1k Il 38 ER B
ustekinumab
7 3k
%Mi%?ﬂﬁ JAK1 IE# Il #7 e E 2%
ivarmacitinib sulfate
JMKX-000189 \ I 27 \ LR TR
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A TNF- \ WIELT L
adalimumab
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